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Cholecystokinin (CCK) receptors, have been shown to mediate CCK-induced pancre¬ 
atic injury. 1 The beneficial effect of the CCK receptor antagonist L-364,718 on acute 
pancreatitis is well established. 2 We previously demonstrated an amelioration of 
CCK-induced pancreatic parenchymal changes in rats treated with peptide YY 
(PYY). 3 PYY is an ileocolonic inhibitor of pancreatic secretion that inhibits CCK- 
mediated effects on the pancreas. 4 

The aim of this study was to investigate the combined effects and possible 
interactions of PYY and L-364,718 on cerulein-induced pancreatitis. 


METHODS 

Twenty-four Sprague-Dawley rats underwent chronic cannulations of the jugular 
vein and carotid artery for drug infusion and blood sampling. After an overnight 
recovery from surgery they were randomly assigned to groups receiving: CCK 
amphibian analog cerulein (10 p.g/kg/h); cerulein 4- L-364,718 (20 fxg/kg/h); or 
cerulein 4* L-364,718 4- PYY (400 pmol/kg/h). Rats in the control group received 
saline (1.6 cc/h). Test solutions were infused over the first 6 h of the study. Blood 
samples for plasma amylases were taken prior to any intervention and at 1, 3, 6, 9, 
and 24 h after beginning of treatment. At the conclusion of the study, the animals 
were sacrificed and the pancreata taken for hematoxylin and eosin staining. 

\ . 


RESULTS 

Pancreatic specimens taken from rats infused with cerulein alone revealed a 
significant degree of inflammation, vacuolization, and necrosis. No differences were 
found among morphological pictures of the pancreatic specimen taken from rats 
receiving other treatments. Cerulein infusion increased plasma amylase levels (FiG. 1). 

a Address correspondence to Marek Rudnicki, M.D.. Departmen t of Surgery, Maiy Imogene 
Bassett Hospital, Cooperstown, NY 13326-1394. 
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FIGURE 1. Plasma amylase levels versus time. 

The CCK antagonist, L-364,718, almost completely blocked amylase release in rats 
treated with cerulein. PYY, when given simultaneously with cerulein and L-364,718, 
reduced this effect and increased plasma amylase activities at 1,3, 6, and 9 h. 


DISCUSSION 

In the presence of. exogenous PYY, the beneficial effect of L-364,718 on 
cerulein-induced hyperamylasemia was attenuated. PYY was demonstrated to de¬ 
crease CCK-induced hyperamylasemia in rats. 3 Inasmuch as PYY does not alter 
unstimulated amylase release, it is suggested that this peptide interacts with the 
action of L-364,718 on intrapancreatic acinar CCK receptors overstimulated with 
cerulein. The demonstration of a diversity in the affinity status of CCK receptors 
mediating pancreatic response to cerulein implies that PYY can interfere with 
L-364,718 binding to these receptors. 5 Therefore, it might be concluded that exog¬ 
enous PYY may diversify the functional activity of CCK receptors during cerulein- 
induced pancreatitis. 
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